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AMENDMENTS TO THE CLAIMS 
This listing of claims will replace all prior versions, and listings, of claims in the application: 
1 . (Currently Amended) A pharmaceutical composition for systemic administration 
comprising a pharmaceutical^ suitable carrier or diluent and a compound having the structure: 




or pharmaceutical^ acceptable derivative thereof; 

wherein Ri is hydrogen, aliphatic, heteioaliphatic, alicyclic, heteroalicyclic, aryl or 
heteroaryl; 

sad is methvU 

af e ^ eaefa independently is hydrogen, halogen, hydroxyl, protected hydroxyl, or an 
aliphatic, heteroaliphatic, alicyclic, heteroalicyclic, aryl or heteroaryl moiety; or 

Ri- a a d - Ra, when talc e n - togothor, may form a substituted or - unsubstitutod, oaturated or 
unsaturated oyolio ring of 3 to 8 oarbon atoms; or 

R, and R 3j> when taken together, may form a substituted or unsubstituted, saturated or 
unsaturated cyclic ring of 3 to 8 carbon atoms; 

Ri is hydrogen or halogen; 

Rs is hydrog e n, an ojcygcn - protectiag gro^P or Q prodrug hydrogen or an oxygen 
protecting group ; 

R« is hydrogen, hydroxyl, or protected hydroxyl; 
n is 0-2; 

R 7 , for each occurrence, is independently hydrogen, hydroxyl, or protected hydroxyl; 
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Rs is hydrogen, halogen, hydroxyl, protected hydroxyl, alkyloxy, or an aliphatic moiety 
optionally substituted with hydroxyl, protected hydroxyl, SR l2 , or NR12R13; 

R 9 is hydrogen, halogen, hvdroxvl. pro tected hvdroxvL ORm SR12, NR12R13, - 
Xi(CH 2 )pX2-Ri4, or is lower alkyl optionally substituted with hydroxyl, protected hydroxyl, 
halogen, amino, protected amino, or -Xi(CH 2 )pX 2 -Ri4; 

wherein R12 and R13 are, independently for each occurrence, hydrogen, aliphatic, 
heteroaliphatic, alicyclic, heteroalicyclic, aryl or heteroaryl; or a protecting group, or R J2 
and R13, taken together may form a saturated or unsaturated cyclic ring containing 1 to 4 
carbon atoms and 1 to 3 nitrogen or oxygen atoms, and each of R I2 and R u are optionally 
further substituted with one or more occurrences of hydroxyl, protected hydroxyl, 
alkyloxy, amino, protected amino, alkylamino, aminoalkyl, or halogen, 

wherein Xi and X 2 are each independently absent, or are oxygen, NH, or - 
N(alkyl), or wherein X 2 -Ri4 together are N 3 or are a saturated or unsaturated heterocyclic 
moiety, 

p is 2-10, and 

R M is hydrogen, or an aryl, heteroaryl, alkylaryl, or alkylheteroaryl moiety, or is - 
(C=0)NHR 15 -(C=0)ORi5, or -(C=0)Ris, wherein each occurrence of R15 is 
independently hydrogen, aliphatic, heteroaliphatic, alicyclic, heteroalicyclic, aryl or 
heteroaryl; or R J4 is -S0 2 (Ri«), wherein Ris is an aliphatic moiety, wherein one or more 
of R w , Ris, or Rie are optionally substituted with one or more occurrences of hydroxyl, 
protected hydroxyl, alkyloxy, amino, protected amino, alkylamino, aminoalkyl, or 
halogen; or 

R< and Rs> may, when taken together, form a saturated or unsaturated cyclic ring 
containing 1 to 4 carbon atoms and 1 to 3 nitrogen or oxygen atoms and is optionally substituted 
with hydroxyl, protected hydroxyl, alkyloxy, amino, protected amino, alkylamino, aminoalkyl, 
or halogen; 

Rio is hydrogen, hydroxyl, protected hydroxyl, amino, or protected amino; 
Ru is hydrogen, hydroxyl or protected hydroxyl; 
X is O. NH or CH ? : 

Y is CHRn, & CR17 or NR W ; and Z is CHRig, C=0, CRis or NRi 8 , wherein each 
occurrence of Rn and Ru is independently hydrogen or aliphatic, or R i7 and Ris taken together 
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is _<>, _CH 2 - or -NRi9-> wherein R i9 is hydrogen or lower alkyl, and Y and Z may be connected 
by a single or double bond; 

wherein the compound is present in an amount effective to inhibit production of a pro- 
inflammatory and/or immunologic cytokine. 

2. (Currently Amended) The composition of claim 1 , wherein: 

R 3 is hydrogen, straight or branched lower alkyl, straight or branched lower heteroalkyl, 

or aryl, 

wherein the alkyl, heteroalkyl, and aryl groups may optionally be substituted with 
one or more occurrences of halogen, hydioxyl or protected hydroxyl; 
R*> aad is methyl: 

R3 ore each inde p end e ntly is hydrogen, halogen, hydroxyl, protected hydroxyl, straight or 
branched lower alkyl, straight or branched lower heteroalkyl, or aryl, 

wherein the alkyl, heteroalkyl, and aryl groups may optionally be substituted with 

one or more occurrences of halogen, hydroxyl or protected hydroxyl; or 

Rt-aad^R a, > v hon taken together, may form a saturated or unsaturated cyclic ring of 3 to - 8 
carbon atoma, optionally substituted with one or more occun e ne es- ^f - halog e n; qe 

Ri and R 3> when taken together, may form a saturated or unsaturated cyclic ring of 3 to 8 
carbon atoms, optionally substituted with one or more occurrences of halogen; 

Ri is hydrogen or halogen; 

Rs is hydrogen or a protecting group; 

is hydrogen, hydroxyl, or protected hydroxyl; 

n is 0-2; 

Rr, for each occurrence, is independently hydrogen, hydroxyl, or protected hydroxyl; 

Rs is hydrogen, halogen, hydroxyl, protected hydroxyl, alkyloxy, or lower alkyl 
optionally substituted with hydroxyl, protected hydroxyl, SRi 2 , or NR^R^; 

R* is hydrogen, halogen, hydroxyl protected h vdroxvL ORn,. SR12, NRnRu, - 
Xi(CH 2 )pX2-Ri4, or is lower alkyl optionally substituted with hydroxyl, protected hydroxyl, 
halogen, amino, protected amino, or -Xi(CH2)pX2-Rm; 

wherein R i2 and R i3 are, independently fox each occurrence, hydrogen, lower 

alkyl, aryl, heteroaiyl, alkylaryl, or alkylheteroaryl, or a protecting group, or R12 and R13, 

taken together may form a saturated or unsaturated cyclic ring containing 1 to 4 carbon 
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atoms and 1 to 3 nitrogen or oxygen atoms, and each of R 12 and R J3 are optionally further 
substituted with one or more occurrences of hydroxyl, protected hydroxyl, alkyloxy, 
amino, protected amino, alkylamino, aminoalkyl, or halogen, 

wherein Xi and X 2 are each independently absent, or are oxygen, NH, or - 
N(alkyl), or wherein X 2 -R]4 together are N 3 or are a saturated or unsaturated heterocyclic 
moiety, 

p is 2-10, and 

Rj 4 is hydrogen, or an aryl, heteroaryl, alkylaryl, or alkylheteroaryl moiety, or is - 
(O0)NHRis -(C=0)ORis, or -CC=0)Ris, wherein each occurrence of Rj 5 is 
independently hydrogen, alkyl, heteroalkyl, aryl, heteroaryl, alkylaryl, or alkylheteroaryl, 
or R14 is -SO 2 (Ri(0> wherein Ri 6 is an alkyl moiety, wherein one or more of R^, Ris, or 
Ri,5 are optionally substituted with one or more occurrences of hydroxyl, protected 
hydroxyl, alkyloxy, amino, protected amino, alkylamino, aminoalkyl, or halogen; or 
Rj and R 9 may, when taken together, form a saturated or unsaturated cyclic ring 
containing 1 to 4 carbon atoms and 1 to 3 nitrogen or oxygen atoms and is optionally substituted 
with hydroxyl, protected hydroxyl, alkyloxy, amino, protected amino, alkylamino, aminoalkyl, 
or halogen; 

Rio is hydrogen, hydroxyl, protected hydroxyl, amino, or protected amino; 

Rn is hydrogen, hydroxyl or protected hydroxyl; 

XisO; 

Y is CHRn, CRiv or NRi 7 ; and Z is CHRu, C=O f CRu or NRig, wherein each 
occurrence of R17 and Ru is independently hydrogen or lower alkyl, or R J7 and Ris taken 
together is -0-, -CH 2 - or -NR19-, wherein R19 is hydrogen or lower alkyl, and Y and Z may be 
connected by a single or double bond. 

3. (Previously Presented) The composition of claim 2, where n is 1 . 

4. (Original) The composition of claim 2, where R» is halogen. 

5. (Original) The composition of claim 2, where R» is fluorine. 

6. (Original) The composition of claim 2, where Y and Z together represent-CH=CH- 
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7. (Original) The composition of claim 2, where Y and Z together represent trans • 
CH=CH-. 



8. (Previously Presented) The composition of claim 2, wherein Rj and Kz are each methyl 
and R3 is hydrogen and the compound has the structure: 



^10 


0 




l! 


Re 


z 




R7 




wherein R4-R.11. n, Y and Z are as defined in claim 2. 



9. (Previously Presented) The composition of claim 8, wherein n is 1 . 

1 0. (Original) The composition of claim 8, wherein R4 is halogen. 

1 1 . (Original) The composition of claim 8, wherein Y and Z together represent -CH=CH, 

12. (Previously Presented) The composition of claim 8, wherein n is 1 , R4 is halogen and Y 
and Z together represent -CH=CH-. 

13. (Original) The composition of claim 1 1 or 12 wherein -CH=CH- is trans. 



14, (Previously Presented) The composition of claim 2, wherein R9 is NR12R13 and the 
compound has the structure: 
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wherein R1-R13, n, Y and Z are as defined in claim 2, or 

R 13 and Rg may, when taken together, fonn a cyclic ring containing 1 to 4 carbon atoms 
and 1 to 3 nitrogen or oxygen atoms and is optionally substituted with hydrogen, aBcyloxy, 
amino, alkylamino, aminoalkyl, and halogen. 

15. (Previously Presented) The composition of claim 14, wherein n is h 

16. (Original) The composition of claim 14, wherein R* is halogen. 

17. (Original) The composition of claim 14, wherein Y and Z together represent 

1 8. (Original) The composition of claim 14, wherein R\ and R2 are each methyl and R 3 is 
hydrogen. 

19. (Previously Presented) The composition of claim 14, wherein n is 1, Ri and R2 are each 
methyl, R 3 is hydrogen, R4 is halogen, and Y and Z together represent -CH=CH-. 

20. (Original) The composition of claim 17 or 19, wherein -CH=CH- is trans. 

2L (Original) The composition of claim 1 wherein the compound has the structure: 




or pharmaceutically acceptable derivative thereof. 
22. (Original) The composition of claim 1 wherein the compound has the structure; 



Attorney Docket No.: 2003946-0056 
Cliem Reference No.: ANDI-001-C1US 



Page 7 of 19 



U-S.S.N: 10/657,910 
4124U9vl 



PAffi 9«3 J RCVD AT 9/1SC006 9:23:17 AM [iastem DayOghl Time] f SVR:U»TO€FXRF-5/19 4 DNIS:2738300 * CSID:617 248 4000 4 DURATION (mnvss):03-16 



SEP. 19. 2006 9:16AM CHOATE HALL & STEWART 6172484000 



NO. 208 P. 10 



OH Q 




23. 



or phannaceutically acceptable derivative thereof, 

(Original) The composition of claim 1 wherein the compound has the structure: 

OH 




or phannaceutically acceptable derivative thereof. 

24. (Original) The composition of claim 1 wherein the compound has the structure: 

O 




or phannaceutically acceptable derivative thereof. 



25, (Previously Presented) The composition of claim 1 wherein the compound has the 
structure: 
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or pharmaceutically acceptable derivative thereof. 

26, (Previously Presented) The composition of claim 1 wherein the compound has the 

structure: 




or phaimaceutically acceptable derivative thereof. 



27. (Original) The composition of claim 1 wherein the compound has the structure: 




OH 



or pharmaceutical^ acceptable derivative thereof. 
28. (Original) The composition of claim 1 wherein the compound has the structure: 
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OH O 




or pharmaceutical^ acceptable derivative thereof. 



29« (Original) The composition of claim 1 wherein the compound has the structure: 




OH OH 

or pharmaceutical^ acceptable derivative thereof. 



30. (Original) The composition of claim 1 wherein the compound has the structure: 

OH 




or pharmaceutically acceptable derivative thereof. 



3L (Original) The composition of claim 1 wherein the compound has the structure: 

OH 




OH OH 
or pharmaceutical acceptable derivative thereof. 
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32, (Previously Presented) The composition of claim 1 wherein the compound has the 
structure: 




or pharmaceutical^ acceptable derivative thereof. 



33, (Original) The composition of claim 1 wherein the compound has the structure: 




or phannaceutically acceptable derivative thereof. 

34, (Previously Presented) The composition of claim 1 wherein the compound has the 

structure: 




or phannaceutically acceptable derivative thereof. 

35. (Previously Presented) The composition of claim 1 wherein the compound has the 
structure: 
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or pharmaceutical^ acceptable derivative thereof. 

36. (Original) The pharmaceutical composition of claim 1, wherein the composition is for 
oral administration. 

37. (Canceled) 

38. (Previously Presented) The pharmaceutical composition of claim 1 , wherein the pro- 
inflammatory and/or immunologic cytokine is TNFa, DL-1, iDL-6, IL-8 or IL-2. 

39. (Currently Amended) A method for treating rheumatoid arthritis, psoriasis, asthma, 
sepsis, inflammatory bowel disease, atopic dennatitis or Crohn's disease comprising the step of 
systemically administering to a subject in need thereof a phannacoutically ouitablo comer or 
diluont and a therapeutically effective amount of a compound having the structure: a 
therapeutically effective amount of a pharmaceutical comp osition of claim 1 




or pharmaceutical!)* accoptoblo derivativ e thereof; 

wh e rein R j- Js hydrogen, aliphatic, h e t e roaliphatic, alioyolio, hotcroalioyolic, aryl of 
h e teroaryl; 

& a and are oaoh independontly hydrogon, halogen, hydroxy!, protoctod hydroxyl, or an 
aliphatic, h e teroaliphatic, alioyolic, h e teroalie y slic, aryl orhoteroaryl moiety; p r 
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Rt-aad-R & wh e n tak e n together, may form a - substituted or umubstituted, saturated - re 
unsaturated cyclic ring of 3 to - 8 - oarbon atoms; or 

and R^- when tak e n tog e th e r, may fomi - a -s ubst&utcd or uMubatitutod, oaturatod or 
unsaturated cyclic ring of 3 to 8- oarbon ntoma; 
is hydrogen or halogon; 
Rs is hydrogen, an oxygon - prot e cting group or a prodrug s 
R$ is hydrogen, hydroxyl, or prot e cted hydrox y^ 
flisO 2; 

for each Qoourrone fr /is ind e p e ndently hydrogen, hydroxy!, or prot e ct e d hydroxyl f 
R& is hydrogoa 7 - halog e n, hydroxyl, protootod hydroxyl, alky!oxy, - or an aliphnt a e-moi e ty 

optionally oubstitutod - with hydroxyl, protected hydroxyl, SR ^r^^RaR^y 

B » is hydrogen, halogen, hydroxyl, protootod hydroxy!, QR^ r -SR4 5r -NR^R^ 5 — 

X^(€Ha)pXa-Ru, or is lowor alkyl optionally substituted with hydroxyl, proteotod hydroxyl, 

halog e n, amino, protoot o d - amino, OF-Xj.(€t^)^3-R|4t 



h e teroaliphatio, alicyclio, heteronlioyolic, aryl or h e teroaryl; or a protocting group, or - R^ 
oadrR ^, taken togo&or may form a saturated or unsa t urat e d cyclic ring containing -3r4e-4 
carbon atoms and 1 to 3 nitrog e n or oxygon atoms, and e ach - ofR ^-aad-R ^ aro optionally 




ferih e r substituted with ono or more - ooourronoos of hydroxy l a — pretootod hydroxyl, 
nlkyloxy, amino, protected aminos alkylamino, ominoaHeyl, or halogen, 

wherein — X j . and ar e each - independently abs e nt, or ar e oxygon, frJH, or 
N(alkyl), or whoroin R4 4 . together aro N^ - or ar e a saturated or unsaturat e d h e t e rocyclic 
moiety ? 

p k 2 10 3 and 

S4 4 is hydrog e n, or an aiyl, hotoroaryl, alkylaryl, or olkylh e t e roaryl moiety, or is 
(C-O)MIIR^ — (OO)OR^ or (C-O)Rfe wherein caoh occuironcc of R4 ^4s 
ind e pendently hydrogen, aliphatic, hotorooliphatic, alicyclic, hctoronlioyolic, aryl or 
heteroaryl; or R^ - is SO^ (R ^) > wherein R-^r-ts-an aliphatic moiety, whoroin ono or more 
^-RHrR^r^-R^ ore optionally substituted with ono or more occurrenc e s of hydroxyl, 
prot e cted hydroxyl, nlkyloxy, amino, protootod amino, alkylamino, aminoalkylj— or 
halogen; or 
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R & and R9 may, whon talcon together, form a saturated or unsaturated oyclic ring 
containing 1 to 4- &arbon atoms and 1 to 3 nitrogen or oxygon atoms and is optionally substituted 
with hydroxyl, protected hydroxyl, alkyloxy, amino, protootod amino, al kyl amino, aminea &yly 
or halogen ? 

Ri a - is hydrogen, hydroxyl, protected hydroxy!, amino ^ or protected amino; 
is hydrogen, hydroxy) - or protec t ed hydroxyl; 

Y is CHIW "€R t 3--g^^ is C HR4 4, C~Q, ■ GR ^-^NR ^ wherein each 

occurrence of Ri yrad-R ^ is independently hydrogen or aliphatic, or R iy*ad4^4afe& n tog e ther 
ia O , CH^ -^-MR ^ , wherein R44 i s hydr - e g o n or lower alkyl, and Y and Z may bo connecte d 
by a single or doublo bond; 

wh e r e in the compound io present in-an amount effcotivo to inhibit - production of a pro 
inflammatory and/ o r immunologic cytokine . 

40. (Original) The method of claim 39, wherein the compound is administered orally. 

41. (Canceled) 

42. (Previously Presented) The method of claim 39, wherein the method is for treating 
psoriasis. 

43. (Currently Amended) The method of claim 41, wherein the compound has any one of 
the following structures: 



1 
1 
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or pharmaceutically acceptable derivative thereof. 

44. (Canceled) 

45. (Previously Presented) The method of claim 39, wherein the pro-inflammatory and/or 
immunologic cytokine is TNFoc, IL-1 , IL-6, IL-8 or IL-2. 

46. (New) The composition of claim 2, where Ri is hydrogen or methyl. 

47. (New) The composition of claim 2, where R 3 is hydrogen or halogen. 

48. (New) The composition of claim 2, where R» is hydrogen. 

49. (New) The composition of claim 2, where R 5 is hydrogen. 

50. (New) The composition of claim 2, where is hydroxyl. 

5 1 . (New) The composition of claim 2, where R 7 is hydrogen or hydroxyl. 

52. (New) The composition of claim 2, where Rg is hydrogen or halogen, 

i 

i 
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53 . (New) The composition of claim 2, where R 9 is hydroxyl, protected hydroxyl, -ORi 2 , - 
NR x2 Ri3 or -OCC^JpX^Ru, wherein R n , Rn, Rh and X2 are as defined in claim 2. 

54. (New) The composition of claim 53, where R 9 is -OR12, wherein R x2 is methyl, ethyl, 



55. (New) The composition of claim 53, where R 9 is -NR12R13, wherein R !2 is methyl, ethyl, 
propyl, isopropyl, or butyl, optionally substituted with one or more occurrences of hydroxyl or 
protected hydroxyl, and R 13 is hydrogen or lower alkyl, or NR12R13 together represents a 5- or 6- 
membered heterocyclic moiety. 

56. (New) The composition of claim 53, where R 9 is -0(CH 2 )pX 2 Ri4, wherein X2R14 together 
represent N 3 , NMe^ NHAc, NHS0 2 Me, NHCONHMe, NHCONHPh, morpholine, imidazole, 
aminopyridine, or any one of: 



57. (New) The composition of claim 2, where R* and R 9 , taken together, form a saturated or 
unsaturated cyclic ring containing 1 to 4 carbon atoms and 1 to 3 nitrogen or oxygen atoms and 
is optionally substituted with hydroxy!, protected hydroxyl, alkyloxy, amino, protected amino, 
alkylamino, aminoalkyl, or halogen. 

58. (New) The composition of claim 2, where Rio is hydroxyl. 

59. (New) The composition of claim 2, where R n is hydrogen. 

60. (New) The composition of claim 2, where Y and Z together are cyclopropyl. 

U.S.S.N: 10/657,910 Page 17 of 19 Attorney Docket No.: 2003946-0056 

4124119vl Client Reference No.: ANDI-001-C1US 



propyl, isopropyl, butyl, -CH 2 COOMe, Bn, PMB (MPM), 3, 4-CIBn, or R 9 is 




o 



or 
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61. (New) The composition of claim 2, where YaadZ together are -NHC(=0)-. 



i 
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